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Product Introduction
Nutlin-3
Nutlin-3 is a potent and selective Mdm2 (RING finger-dependent ubiquitin protein ligase for itself and p53)

antagonist with IC50 of 90 nM; stabilizes p73 in p53-deficient cells.

Technical Data:

Molecular
Weight
(MW):

581.5

Formula: C30H30Cl2N4O4

Solubility
(25°C)
* <1 mg/ml
means
slightly
soluble or
insoluble:

DMSO 100 mg/mL

Water <1 mg/mL

Ethanol 30 mg/mL

Purity: >98%

Storage:
3 years -20℃Powder

6 months-80℃in DMSO

CAS No.: 890090-75-2

Biological Activity

Nutlin-3 potently inhibits the MDM2-p53 interaction, leading to the activation of the p53 pathway. Nutlin-3
treatment induces the expression of MDM2 and p21, and displays potent antiproliferative activity with
IC50 of ~1.5 μM, only in cells with wild-type p53 such as HCT116, RKO and SJSA-1, but not in the mutant
p53 cell lines SW480 and MDA-MB-435. In SJSA-1 cells, Nutlin-3 treatment at 10 μM for 48 hours
significantly induces caspase-dependent cell apoptosis by ~45%. Although Nutlin-3 also inhibits the
growth and viability of human skin (1043SK) and mouse embryo (NIH/3T3) with IC50 of 2.2 μM and 1.3
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μM, respectively, cells remain viable 1 week post-treatment even at 10 μM of Nutlin-3, in contrast with the
SJSA-1 cells with viability lost at 3 μM of Nutlin-3 treatment. [1] Nutlin-3 does not induce the
phosphorylation of p53 on key serine residues and reveals no difference in their sequence-specific DNA
binding and ability to transactivate p53 target genes compared with phosphorylated p53 induced by the
genotoxic drugs doxorubicin and etoposide, demonstrating that phosphorylation of p53 on key serines is
dispensable for transcriptional activation and apoptosis. [2] Although binding less efficiently to MDMX
than to MDM2, Nutlin-3 can block the MDMX–p53 interaction and induce the p53 pathway in
retinoblastoma cells (Weri1) with IC50 of 0.7 μM. [3] Nutlin-3 at 30 μM also disrupts endogenous
p73-HDM2 interaction and enhances the stability and proapoptotic activities of p73, leading to the
dose-dependent cell growth inhibition and apoptosis induction in cells without wild-type p53. [4]

Oral administration of Nutlin-3 at 200 mg/kg twice daily for 3 weeks significantly inhibits the tumor growth
of SJAS-1 xenografts by 90%, comparable with the effect of doxorubicin treatment with 81% inhibition of
tumor growth. [1]

References

[1] Vassilev LT, et al. Science, 2004, 303(5659), 844-848.
[2] Thompson T, et al. J Biol Chem, 2004, 279(51), 53015-53022.
[3] Laurie NA, et al. Nature, 2006, 444(7115), 61-66.
[4] Lau LM, et al. Oncogene, 2008, 27(7), 997-1003.

http://www.ncbi.nlm.nih.gov/pubmed/14704432
http://www.ncbi.nlm.nih.gov/pubmed/15471885
http://www.ncbi.nlm.nih.gov/pubmed/17080083
http://www.ncbi.nlm.nih.gov/pubmed/17700533


Note：Products protected by valid patents are not offered for sale in countries where the sale of
such products constitutes a patent infringement and its liability is at buyer’s risk. This item is only
for R&D purpose not for commercial business in kilos. Buyers should overview the patent issue in
their countries.


	TechnicalData:
	BiologicalActivity

